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mm 

mi 

#%\z&m?3iM®\z&K>Mm2ns sEm-&mmmmm\zMv<. s.rc& 

fc» 3E1$&7kMM (normal pressure hydrocephalus, fi^TNPH) ^BiTfcfclJfo. 

^mmmzm%VTmm-?zm&&iEi$;&7mfct, mm^mo)^mE^By^ 
mm*^ nm^m (immmmmm^a) \z&K>mmz&mznzz.t*m 

^orc^ffim\zmtbt>nz>m%&mm. &zwtzt&/ummm<Dm\z&^T 
»* m<D^m&mtbt>n, m^mKLx^zztfrz. m^'mz&z>&w& 
Mft?z>z\t\mv\,\*:z. •v9m^mz&%&m<DM 1 &%nz> nph <bi&#©ji 
v^fefii t z$mzmnz»&ms% n ©aw* u*l & but 

t\Z&Q % M®m%L<D&$L*frZ%m&$>% (Symon, L., Dorsh, N.W.C, J. 
Neurosurg., 42: 258-273, 1975) . UfrU ftSC^y F±TO$», 

fc, g0J«tt^£ 40~50ml »U feVHD$m&M.Zjjm i b$>%tlt> ftUtt 
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^(DT^n-i HK^Sfi (al-annchymotrypsin) &IS^£:£fe&S$g££ftT^§ 

10 mimmzmm lt, ^m^M<Dmm<Dmn^wmt (Mase, m. et ai, 

Current Treatment for Hydrocephalus (Tokyo), 8: 13-18, 1998) „ Z\tl\$&M%ftt) 

15 Sifi^W^^^OtfT^, J$#fl» ©neurofilament triplet protein (NFL) , 
& & glial fibrillary acidic protein (GFAP) \Z&\) W&BM<DB 1 Mfeg.&ffl'<Z> 
Z\£\Z£Y) NPH ^mT^mhmB^nX^^ (TuDberg, M. et al, Neurology 
60:1122-1127,1998) ^fcUffl^^tlTV^Vi, 

sfy>P>D&f&Bm (PGDS) i^LTi5te^*r^ U 

nX^^7>^>D«| (L-PGDS) teS*M&Ifr^©4>»ii£& (CNS) 

St (leptoieninges) , P^B (arachnoid membrane) 7?£.tVTM£.2tl> 
Mm (cerebrospinal fluid : OTfcfc^TCSFtV^ Z\t*>%%) 

ifi¥, jiol-pgds^ cs?wz£mz#&tz>z.ttf%\t>nTWc& hu-ztm 

—7?$>&Z.ttfW*>fr\zZtlfc (Hoffmann A et al. , J. Neurochem., 61:451-456, 
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1993; ZahnM. et al. . Neurosci. Let., 154:93-95, 1993; Watababe, K. et al., 
Biocbea Biophys. Res. Comm., 203:1110-1116, 1994) . j8 M/— X&k KSF 

?>wm<D£mtm®,m-?$>z<Dr, m*tz.$unu%i£!k\z#vz>z.0? 

a«<gsijnii0-cf§^«t5c:ic355o mz, mumw 
. mzmm?z>*yh*m&?z>z\t\z$>z>o 

10 

x\mm<Dftm*¥<D l-pgds *<Dmfew.*mmt?% z\t&K>, 

20 woii&i^ 

/i-*>v >^ r;ww ^-mowmmt^ l-pgds «aE©sijgis**w-r 

0 2 ^¥ NPH (y-NPH) * NPH (e-NPH) , Sai^5i (Dementia) 

25 ®m«tttt4> l-pgds ««©«n€is*&w*r m s . 

0 3 fct iE#W v NPH (y-NPH) NPH (e-NPH) > MRM (Dementia) 

OMfitft+O neuron specific enolase (NSE)»g©ttj£H*&3*'rBT!**. 
0 4 «, £#09, ^ NPH (y-NPH) *«kl*£¥ NPH (e-NPH) , (Dementia) 

omm^WL^o s-ioo ^^^^RMosj^issss-rHT?**. 



WO 02/08756 PCT/JP01/04811 



*%mz#^x, l-pgds *arrsi>w», wmftmn\stcw®?&*). 
mm\z\t, wmmt. faw&.\mmmi*>nz. imum^o l-pgds mm 
5 sfcurrs^tLTtt, l-pgds mmziEmz&mt%ffl&mr&n\m\zm. 

m^t*>e», l-pgds fcWJW9&;ey * n-±;i4ft#£fc«#u ^ d-:*-;mw#& 

/BH&EIA, ELISA, RIA FlA^©^#W^Jt^fc«J;S©*W3iT*S. 
10 ±ffio^MSE^wa£iS©5'6, ftfc, L-PGDS#Mi$t/£n-^;i/ft#£{£ 
Jfl b&1*> M y ? ELISA J&fiUEF* b < , J Z D-t»tl/TH A 

/Vf K-THBrt* 1B7 (FERM BP-5709) , 7F5 (FERM BP-5711) , 
6F5 (FERM BP-5710) > 9A6 (FERM BP-5712) , 10A3 (FERM BP-5713) 

zQm&znz&imm-fznz. h->m^elisa mz&zm&zi&vT 
PGDsiftm^y hSjRiffl*rn««fcV4 (wo97yi646i) „ zn-ztwmmw 

»> li«K4^migW0r <B*ra*»3<tfrinlClTBl#8 
#) K:^^h**9fcSr5<SIR«l6tbT«l£$nTViS. 
*58WK:*ViT tt, ±BB#i*T!»fe£nfc L-PGDS JSS«!]^fil*Ji^i bT, 
20 «t$#© L-PGDS mmX\Z NPH (09*. J£ 7fr*JM 

/t-^>y>^, jfa^^tet*) © l-pgds mmtik®r?z> z.t\z&r), nph 
IE^flE7jcTO (nph) T-fcD, ^nttt^^mTfcHiili^Slli^^«bT^-r 

ffifltti^*J;W^NPH*©Nratt,m«WfcJtbTIH#«tt+ L-PGDS 
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>m t tcm<Dm*&%& t © &mz& & , nph m^mm* l-pgds m 

5 NPH H#£ 7 0 ffi*m NPH m) £70 MSk± NPH W) © 

2»^tT, &3m0iJ© CSF * L-PGDS mmZMfchtctZ 3 , ^¥ NPH TO 
^¥NPH^J:Ofeft^ffi^L/^ (dementia) (NPH 

tf) £Dt>%Jtt:i£<, nph ©M^PJtiT'^§ilt^$nfeo &fc, W¥ 
10 NPH »Rtf«^ NPH #®Wfc«t»0 L-PGDS «ftttit>fc» jE«»Rl«a*»0 

^fntJt^Tt)WicK:»ofc (p<0. 0 0 5). 
$ $ fc, $^KIt§©Jt^T&5 neuron specific enolase (NSE)£ S-100 ^ >/1 

£ ft© CSF * fc*tf*«*fr«i^?ft5 5**^ i^JTv^^hJy i?** h 

i)yi7 . Tryfe-fT»^bfc. fO^I, &S0!l© CSF 4>© NSE 
15 nph», Jg^NPHffc «&#©JBfciSK&:oTV>&..--#, s-ioo ^> 

/^»*l£«> IEfiH& ^NPH$> *¥NPH»©HIK:K<ttoTVi 

at. nph #©«#*© nse *k& nmvxmmzm^tcifi, ■ 
Mmfe&mm\zGmmtt3ift*Drc. &^t, l-pgds » nse -^s-ioo 

*58?8#ttaT©3ilftfc»3fi$nSt>©T?tt3&:V^, NPH IC&l^T L-PGDS jS 

^s^w^-r a © \wtf ®&51sm&\z&z%®T'&z*>£%xtkZo l-pgds 

fc**BBfflffin?£&3n, fl»*4»ft:^»snTV>*AS, ?*:Wn : tofo&*>Wm 
&© NPH Ttt^ttffltjBJlS^^BtOilMgtelEftilc* t) ^KraottttfiT 
25 JfclilBtO««i:5. ^©itg:g<hL-T> L-PGDS ©S£#IE#fllfctt;'* 

«*i>b &ns. £*t> m<Dm^mmr\t^^(omm^mm<Dm 

m$mzmib &ttfcv>&«>, nph be l-pgds ©££#^bwfcv>£%7L& 
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5 #fSWtt$Sfc, khU#*U>ffl^D^^9>S?>D^riW* (L-PGDS) 
t#MW^#:^tr^«S©Wffl^^ b£Jjt#W*. L-PGDS fciftSWfc 
ffittfc LT\$, L-PGDS fc^SWMy ? D-^^tt#*fctt# U £ D-^K 
ttSffifflf * C £F £ b < tt±afcUfc«* © L-PGDS J Z D- 

10 ^tHftf:^^T»J t b«^ffl^5S^(:«, M*TiB© 

(1) BiJMWWb^y^a-^-jMftft 

(2) SStigtt 

15 *v h«TIB©^S^tPilt^T^S. 

(1) t;^n-t;i4(t# 

( 2 ) BSflNMfrEy ^ n-^«#*s wi#u £ p-?-;Mfi# 
(3) 

(i) ttrxteszu-j-jmfc 

(3) &nmt 

(1) ^/^n-^MWfle 

( 2 ) M^yftXij z> u-j-)m$&z>w$tf u ^ n-?*;Mft# 

(3) ^^b7t^>X«XhWyh7b*i?> 
(4) 

6 



WO 02/08756 PCT/JPOl/04811 



mz-O V vr tt W097/16461 £iBi£0;£&£#!$£nfcV>. ' 
&T#3§W£M0!I£«fc *^§Bjo|gH«^n6^ 



: L-PGDS }§g©M£ 
«K^fC^5^S L-PGDS 2 M y ^ ELISA fefc J; 0 SB^L 

( 1 ) )CTfti8l©m&W:£1\ L-PGDS tfa&mm&i L-PGDS £ 
10 ( ^ D - > : 7F5) £ 50mM ft&Sfl $ (pH 9.6) \Z 4.4 Aig/ml 

Sfc^u 96 ^x^v-r^p^-r^-^w-h^ 300^1/^x;H*-3>Jn^.T, 

4-cr-mi&wLmm<tLfr, z\<D7v-v*v>mwLffi<m-k : m. ( P H7.4, 

J^T PBS) T?3®8fc#bm 0.2%^if-<>^tfPBS (pH7.4> OT?Py 
^>^) £ 300 Aiy^X^mT 3(TCT 90 SH>*;i.^-bU :/Py*>^ 

15 fcff^fc. ^Dy^^^^yW-bSr 0.05%Tween20 fc^tf PBS 

(T-PBS) X 3 Lfc&, lOOtfl <D%m L-PGDS ^ (CSF £ D « Lfc 

L-PGDS S:^Py^>^Tg:^l?t§e:itJ;t)iiS) §#^x;kcJbx., 
30t)^90#FeH>*^~hLfco T-PBS T 3 ®»L, 7Py^> 

flTtf 0.5wg/ml lC^§ck5tC^LfcS^71^tf^^^^--ifra{t:fiT: 

20 PGDS ^Jt> U-i-JVmW P-> : 1B7) 100/zl ^^xmcJutL 30T;t 
90 #RK >*:x^- h L-fc. T-PBS T 3 E^Lfe^^fe^CABTS solution : 

^-U >#-t>/w Attn) ioo ni %&Vx.Mztia%., 30"CT 30 #|HW 

^-hVrc'&s ( 1.5% S^K) & lOOtflfO^XWCjn*, ^l/- 

h$^-T^LTRjiS^it$^.miRoy^-hU-^-(i!#SK601 , 
25 iftflitS) 405nm t 490nm fc*3tt*!ftft&©IS (A405nm- 

A490nm) ft»£U WPflMfcfcffcftbfc. 

±Eit>K<7^ ELISA &fcfflV^y£P-^;Via# (£P-> : 1B7^ 
7F5) », T^XMfirtfc^U^^> 1.0ml &a»U *0*2iB|RIHC*n* 
ft©ft#&£8fflfi&$£ ixio 8 «T^x«Ert^WL/> 2aw«fclfck*8tt 
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10 



25 



\Z.frWZ>Z.t\Z&r)ntc (3~10mg/ml) . ft, IM^zS Z> U-^)V^iW^M± 

II«^I#II8IM (B*B^m^<«rUmiTi l#3^) 
IC> lB7^OViT«FERMBP-5709 (M^rfBBTO 7 ^ 9 £ 21 B) , 7F5 \Z*D 
ivrte FERM BP-5711 (0^16 B¥^ 8 ¥ 6 % 6 B) ©^ffcWe, r/^l* 

(2) W^(DL-PGDSrt©aam TO^^n^^>^^JiJ[^UT, 
±m<DV> H-f y ELISA SlI^T L-PGDS iIg£«"J£bfco 



(Dementia) , A-*>V>^ 7WM Y~#f«#fi» L-PGDS &&® 

15 m 6 «k ^ ^htm^ nphi2 m, nphi #k m^^m^ 3 #1, /1- 
=¥>v>^i 12 m* 7)WM *?-m 1 m\z-o^xmm^y) csf ssjru csf 

• L-PGDS «£$J£L-fc. 

&S0!|£> CSF 4 1 L-PGDS ?§gte, JEW? 14.58± 1.67 Ug/mL mean±SD) , 
^^THiJfil^NPHT« 8.51 ±3.20, NPH Tte 8.12, 
20 26.45 ±5.67, A-*>V 44.46±29.08, 7hV)\4 43.02 

(Dm\z^M^^^ntc ( P <o.oos, p<o.oool P <o.oos) . mnrntfo^fe 



mmm2 '.mum. NPH NPH, (Dementia) ®IK*tt!K 

^ L-PGDS 

lEflfW (8» ,-^NPH (7 0i*i:7«) , £¥NPH (7 0«&: 80!) , 
nph fc-S-Sfc^*** (Btttf»5i£&4flU /v-*>V>J&m 7;wvfv 
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-m 2 m*$ts 7 m) \z^xmm& d csf csf *© wgds mm* 

^•©*§H, CSF *© IrPGDS Mmt. JEimr\$ 15.70±2.97 Ug 

/ml, mean±SD) , ^¥ NPH fTe&7.05± 1.69, ^NPHlTm 10.04 ±3.73, 
5 19.14±4.34 T&o fc„ 0 2 £^1" £ 5. fc, NPH NPH 

J-PGDS MteifclC, IES»]StM*P©^TnfcJt^T ; fe^rlC 
\zm^tc (p<0. 0 0 5), (0*. y-NPH NPH £, e-NPH 

NPH£, dementia NPH *^*&Vi«l*JgS5%T) . 

10 £%0!3 llEWU NPH £ NPH, (Dementia) OBfflm 

tf © neuron specific enolase (NSE) £ S-100 * > A° # 

CSF U">:7;i/£38& (1 5 0 0 g, 1 0#) U 
£&V>±fifO. 5ml£#T, -2 CCT&^LT, #©»**C*5 
. neuron specific enolase (NSE)<h S-100 9 >A'#St£$U3tbfc, NSE ©SSJfctt NSE 
15 Wg+yh (Eiken, Tokyo, Japan) SfflV^^^-f A/ 7';W lC«k 0, 

S-100 ^^^Stoai^tt S-100 -fA^Wh'Jy^' Tyt'f + yh 
(Sangtec Medical, Sweden) V^Tff o &. 

CSF *© NES WTtt 9.90±3.19 (ng/ml, 

mean±SD) , ^ NPH ITm 6.13 ±3.01, ^¥ NPH 7J7±5.42, 
20 Tf»11.86±438Tf*ofc (H3) . S-100 *>/t*Jl»«», 3E^»T?» 

0.98±0.38 (llg/mU mean±SD) , NPH 3.27±3.04, €^ NPH 

PT«3.68±3.61, 3fi*»T!ttl.94±1.06*C»ofc (04) „ ^¥ NPH SP©#$t 

fcWfclltt&i&^fc. *&* it»© S-100 ^/ti'Wt &OTfc#lt^ 
25 ttftjfoofc. 

EUkd»*j&>&> CSFf l-pgds Ci: K: J; D, teaJtSTCtttt 

ffi^f&fc NPH ©&HJ £IEM t ©Htt* * H £ fcfc D , Kfcte 

©^*3m <b t>®S'Jl?^ a c i ^ & # fcfco It, 
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pI 



worn® 



Gimm (l-pgds) mmmizrzztmmttz, m&&mm<Dmtt&. 
5. frmm*<D\i h u## u >a7n**^?>s>>Dfcjfc»*ag©i»e 

15 ' 7. thU**U>M^nX^^^>^>D^^»^^#:^W 
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